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REMARKS 

Claims 28-41, 55 and 56 are pending. Claims 1-27 and 42-54 are cancelled without 
prejudice or disclaimer. Applicant reserves the right to file divisional/continuation applications 
to the cancelled subject matter. No claims are amended. No new matter is added 

Applicant notes that a Supplemental Information Disclosure Statement, along with Form 
PTO-1449 and cited references are enclosed herewith for filing in connection with this 
application. 

COMPONENTS OF GREEN TEA 

The Office Action has rejected the instant claims under the contention that green tea 
extract inherently contains proanthocyanidin oligomers having the instant formula I and II and/or 
procyanidins such as the dimers and trimers of catechin and epicatechin because catechins are 
allegedly known to encompass these compounds which are known to be isolated from green tea. 

Applicant respectfully submits that the components of green tea have been studied and 
recorded extensively in the literature by several researchers. Various records in the art disclose 
components of green tea as (+) catechin, (-) epicatechin, (~) gallocatechin, (-) gallocatechin 
gallate, (-) epicatechin gallate, (-) epigallocatechin, (-) catechin gallate and (-) epigallocatechin 
gallate. These compounds have been extensively studied and their chemical structures are 
recorded in the literature as follows: 
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(-)Epicalechin 

(+ ) Ceicchm 




<« ) Cfellocatcchin (- ) Epigallocatechin 




(-) gal locatech in gallate (-) epigallocatechin gallate 



Among various reports in the art describing the components in the green tea are, for 
example, Fernandez et ah in Analyst 2000, 125, 421-425, have reported major components in 
green tea separated by HPLC as (+) catechin, (-) epicatechin, (-) epicatechin gallaie, (-) 
epigallocatechin, and (-) epigallocatechin gallate. 
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Worth et al. in Electrophoresis 2000, 21, 3634-3638, describe major components in green 
tea as (+) catechin, (-) epicatechin, (-) epicatechin gallate, (-) epigallocatechin, (-) 
epigallocatechin gallate, (-) catechin gallate and (-) epigallocatechin gallate. 

Dalluge et al. in J. Chromatogr. A. 2000, 881, 41 1-424, describe eight major components 
in green tea as (+) catechin, (-) epicatechin, (-) gallocatechin, <-) gallocatechin gallate, (-) 
epicatechin gallate, (-) epigallocatechin, (-) catechin gallate and (-) epigallocatechin gallate. 

Lee et al. in Neuroscience Letters. 2000, 287, 191 -194, describe major components in 
green tea as (-) epicatechin, (-) epicatechin gallate, (-) epigallocatechin, and (-) epigallocatechin 
gallate. 

Hashimoto et al inBiosci. Biotechnol. Biochem. 1999, 63, 2252-2255, describe major 
components in green tea as (-) epicatechin, (-) epigallocatechin, (-) epicatechin gallate and (-) 
epigallocatechin gallate. 

Demeule et al. in Biochimica et Biophysica acta. 2000, 1478, 51-60, describe 
components in green tea as (+) catechin, (-) epicatechin gallate, (-) epigallocatechin, (-) 
epigallocatechin gallate, and (-) epigallocatechin gallate. 

There are several more literature reports that describe the components of green tea as 
described above. Applicant is not aware of any literature that describes the components in green 
tea as containing oligomers of catechins or epicatechins, where the oligomers contain 2-20 
monomers of catechins or epicatechins or combinations of monomers of catechins or 
epicatechins. Applicant notes that the Office Action has not cited any reference that describes 
the green tea components as containing oligomers of catechins or epicatechins, where the 
oligomers contain 2-20 monomers of catechins or epicatechins or combinations of monomers of 
catechins or epicatechins. 

THE REJECTION OF CLAIMS 28-41 and 55-56 UNDER 35 U.S.C. §102(b), OVER 
KUZNICKI ETAL. 

Claims 28-41 and 55-56 are rejected under 35 U.S.C. § 102(b) as being anticipated by 
Kuznicki et al. (U.S. Patent No. 5,681,569) because the cited reference allegedly discloses a 



PAGE 10176'RCVDAT 10/14/2004 7:14:14 PM [Eastern Daylight Time]" SVR:USPT0-EFXRF-1/3* DNIS:8729306 * CSID:1 858 678 5099 * DURATION (mm-ss):3346 



10/14/2004 16:18 FAX 1 858 678 5038 FISH AND RICHARDSON 



©011/076 



Applicant : Alan D. Snow et aL Attorney's Docket No.: t7170-006001 

Serial No. : 10/077,596 

Filed : February 15, 2002 

Page : 9 of 31 



composition containing green tea solids extracted from tea material. The extract contains 0.01- 
0.35% flavanols and catechins, wherein the catechin or a mixture of two or more catechins are 
catechin, epicatechin, gallocatechin, epigallocatechin gallate and epicatechin gallate, and a 
pharmaceutical carrier. The Office Action alleges that the green tea composition of Kuznicki et 
al. inherently contains proanthocyanidin oligomers having the instant formula I and II and/or 
procyanidins such as the dimers and trimers of catechin and epicatechin because catechins are 
allegedly known to encompass these compounds which are known to be isolated from green tea. 
The Office Action flirther urges that the therapeutically effective amount of a catechin or mixture 
of catechins claimed in the instant claims is disclosed in examples I and m. 

This rejection is respectfully traversed. 

RELEVANT LAW 

Anticipation requires the disclosure in a single prior art reference of each element of the 
claim under consideration. In re Spada, 15 USPQ2d 1655 (Fed. Cir, 1990), In re Bond, 15 
USPQ 1566 (Fed. Cir. 1990), Soundscriber Corp. v. [7.5., 360 F.2d 954, 148 USPQ 298, 301, 
adopted 149 USPQ 640 (Ct. CI.) 1966. See, also, Richardson v. Suzuki Motor Co., 868 F.2d 
1226, 1236, 9 USPQ2d 1913,1920 (Fed. Cir.), cert, denied, 1 10 S.Ct. 154 (1989). n [A]ll 
limitations in the claims must be found in the reference, since the claims measure the invention". 
In re Lang, 644 F.2d 856, 862, 209 USPQ 288, 293 (CCPA 1981). Moreover it is incumbent on 
the Examiner to identify wherein each and every facet of the claimed invention is disclosed in 
the reference, Lindemann Maschinen-fabrik Gmbh v. American Hoist and Derrick Co,, 730 F.2d 
1452, 221 USPQ 481 (Fed. Cir. 1984). Further, the reference must describe the invention as 
claimed sufficiently to have placed a person of ordinary skill in the art in possession of the 
invention. An inherent property has to flow naturally from wliat is taught in a reference In re 
Oelrich, 666 F.2d 578, 581, 212 USPQ 323, 326 (CCPA 1981). 

THE INSTANT CLAIMS 

Claim 28 is directed to a pharmaceutical composition containing therapeutically effective 
amount of a proanthocyanidin, selected from a group of proanthocyanidins characterized by 
Formula I or Formula U, and proanthocyanidins characterized by oligomeric combinations of 
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Formula I and Formula II, and pharmaceutical^ acceptable salts of the foregoing 
proanthocyanidins and a pharmaceutical^ acceptable carrier, diluent, or excipient, the 
therapeutic amount of the proanthocyanidin selected for efficacy in treating amyloid, a - 
synuclein or NAC fibrillogenesis in a mammalian subject The claim describes formula I and 
as follows; 




Formula I Formula 11 



Claims 29-41 depend from claim 28 and further define the therapeutically effective 
amount and the proanthocyanidins of claim 28. 

Claim 55 is an independent claim directed to a pharmaceutical composition containing a 
therapeutically effective amount of a mixture of at least 70% pure proanthocyanidins selected 
from a group of proanthocyanidins characterized by Formula [ or Formula II, and 
proanthocyanidins characterized by oligomeric combinations thereof, and pharmaceutically 
acceptable salts of the foregoing proanthocyanidins. 

Claim 56 depends from claim 55 and further defines the proanthocyanidins of claim 55. 

Disclosure of Kuznicki et al. 
Kuznicki et al. discloses a liquid composition containing flavanols, sodium and 
potassium ions, carbohydrate and water. The reference also discloses a dry composition 
containing flavanols, sodium and potassium ions, carbohydrate (column 2, lines 12-32). The 
reference further discloses that the term flavanol or catechin means primarily catechin, 
epicatechins, and their derivatives (column 3, lines 20-21)- The reference discloses that the 
derivatives include sugar, salts, sugar esters, and other edible physiologically available 
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derivatives. It is further described in the reference that the flavanols used therein can be 
extracted from fruit, vegetables, green tea or other natural sources (column 4, lines 9-1 1). 

Differences between the claimed subject matter and the disclosure of 
Kuznicki of. 

Claims 28-41 

Applicant respectfully submits that the cited reference describes green tea compositions 
containing flavanols and further discloses that the term flavanol or catechin means primarily 
catechin, epicatechins, and their derivatives. Kuznicki et al> does not disclose that the flavanols 
or catechins therein emcompass a proanthocyanidin, selected from a group of proanthocyanidins 
characterized by Formula I or Formula II, and proanthocyanidins characterized by oligomeric 
combinations of Formula I and Formula n, where n is 2-20 as claimed herein. The reference 
does not disclose that the compositions described therein contain oligomers of catechins or 
epicatechins, where the oligomers contain 2-20 monomers of catechins or epicatechins or 
combinations of monomers of catechins or epicatechins. The compositions in the reference 
contain catechins or mixtures of two or more catechins > 

Further, the compositions claimed in the instant claims contain therapeutically effective 
amount of a proanthocyanidin, selected from a group of proanthocyanidins characterized by 
Formula I or Formula II, and proanthocyanidins characterized by oligomeric combinations 
thereof, and pharmaceutical^ acceptable salts of the foregoing proanthocyanidins selected for 
efficacy in treating amyloid in a mammalian subject. Since the cited reference does not disclose 
proanthocyanidins characterized by Formula I or Formula II, and proanthocyanidins 
characterized by oligomeric combinations of Formula I and Formula II, and pharmaceutical^ 
acceptable salts of the foregoing proanthocyanidins, it can not disclose compositions containing 
therapeutic amount thereof effective for treating amyloid in mammalian subjects. 

Thus, the cited reference does not disclose, either literally or inherently, every element of 
the claimed composition. Therefore, Kuznicki et al does not anticipate a composition 
containing a proanthocyanidin as claimed in claim 28, Because claims 29-41 depend from claim 
28, Kuznicki et aL does not anticipate any of the claims dependent on claim 28. Applicant 
respectfully requests that the rejection be reconsidered and withdrawn. 
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Claim 55-56 

Kuznicki et al does not disclose a mixture of at least 70% pure proanthocyanidin$ 
selected from a group of proanthocyanidins characterized by Formula I or Formula II, and 
proanthocyanidins characterized by oligomeric combinations thereof, and pharmaceutically 
acceptable salts of the foregoing proanthocyanidins, As discussed above, the reference describes 
compositions containing flavanols and further discloses that the term flavanol or catechin means 
primarily catechin, epicatechins, and their derivatives. The reference can not disclose a 
composition containing a therapeutically effective amount of a mixture of at least 70% pure 
proanthocyanidins selected from a group of proanthocyanidins characterized by Formula I or 
Formula II, and proanthocyanidins characterized by oligomeric combinations of Formula I and 
Formula II because it does not disclose the proanthocyanidins of formula I and II. Therefore, the 
reference does not disclose the composition of claim 55. 

Thus, the cited reference does not disclose, either literally or inherently, every element of 
the claimed compositon. Therefore, Kuznicki et al does not anticipate a composition containing 
therapeutically effective amount of a mixture of at least 70% pure proanthocyanidins as claimed 
in claim 55, Because claim 56 depends from claim 55, Kuznicki et al does not anticipate claim 
56. Applicant respectfully requests that the rejection be reconsidered and withdrawn. 

The Office Action improperly relies on a bare allegation 

The Office Action provides no support for the bare allegation that the green tea 
composition of Kuznicki et al inherently contains proanthocyanidin oligomers having the instant 
formula I and II and/or procyanidins such as the dimers and 1 rimers of catechin and epicatechin 
because catechins are allegedly known to encompass these compounds which are known to be 
isolated from green tea. As stated in MPEP 2144.03, citing in re Ahlert, 424 F.2d 1088, 1091, 
165 USPQ 418,420-421 (CCPA 1970), "[Assertions of technical facts in areas of esoteric v 
technology must always be supported by citation of some reference work" and Allegations 
concerning specific 'knowledge 1 of the prior art, which might be peculiar to a particular art 
should also be supported." No support for the allegation that "catechins are known to encompass 
these compounds which are known to be isolated from green tea' 1 is provided. Applicant 
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respectfully requests that the Examiner provide support for the allegation. If no support is 
provided, then the it is respectfully requested that the allegation, and the rejection, be withdrawn. 
Rebuttal to Examiner's Arguments 

The Office Action has mischaracterized applicants arguments in the previous response. 
The Office Action alleges that Applicants argument that the instant claims are limited to formula 
I or formula II is not persuasive." It is further urged that the transitional phrase "comprising" 
does not exclude additional, unrecited elements or method steps. 

It is respectfully submitted that applicants argument in the previous response was that the 
claims are directed to compositions containing proanthocyanklins selected from a group of 
proanthocyanidins characterized by Formula I or Formula II, and proanthocyanidins 
characterized by oligomeric combinations thereof, and pharmiiceutically acceptable salts of the 
foregoing proanthocyanidins. The cited reference discloses a green tea composition containing 
flavanols and further discloses that the term flavanol or catechin means primarily catechin, 
epicatechins, and their derivatives. The reference does not disclose compositions containing 
disclose proanthocyanidins selected from a group of proanthocyanidins characterized by Formula 
I or Formula II, and proanthocyanidins characterized by oligomeric combinations thereof, and 
pharmaceutical^ acceptable salts of the foregoing proanthocyanidins. Applicant has never 
argued that the claims are limited to compositions containing compounds of Formula I or 
Formula II. 

Furthermore, as discussed above, there are several records in the literature that describe 
green tea components including (+) catechin, (-) epicatechin, (-) gallocatechin, (-) gallocatechin 
gallate, (-) epicatechin gallate, (-) epigallocatechin, (-) catechin gallate and (-) epigallocatechin 
gallate. The Examiner has not provided any reference to supjwrt the allegation that green extract 
contains proanthocyanidins oligomers as claimed herein. Therefore, the allegation that the green 
tea composition of Kuznicki et al inherently contains proanthocyanidin oligomers having 
formula I and II herein and/or procyanidins such as the dimers and trimers of catechin and 
epicatechin is without any support. Applicant respectfully submits that if Examiner is aware of 
any such art, it be made of record. 



PAGE 15/76 1 RCVDAT 10114/2004 7:14:14 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/3* DNIS:8729306 ■ CSID:1 858 678 5099 ' DURATION (mm-ss):3346 



10/14/2004 16:20 FAX 1 858 678 5093 



FISH AND RICHARDSON 



©016/076 



Applicant : Alan D. Snow et al. Attorney's Docket No.: 17170-006001 

Serial Nd. : 10/077,596 

Filed : February 15, 2002 

Page : 14 of 31 



THE REJECTION OF CLAIMS 28, 31-41 and 55-56 UNDER 35 U.S.C. §l02(b) 

Claims 28, 3 1-41 and 55-56 are rejected under 35 U.S.C. § 102(b) as being anticipated by 
JP 10245342 because the reference allegedly discloses a pharmaceutical composition for 
diminishing the toxicity in nerve cells caused by p-amyloid protein containing a catechin or two 
or more of catechin such as epigallocatechin gallate and epicatechin gallate prescribed in 
effective amounts for diminishing the toxicity of p-amyloid protein, and a pharmaceutical 
carrier. The Office Action alleges that the green tea composiiion disclosed in the cited reference 
inherently contains proanthocyanidins oligomers having formula I and II and/or procyanidins 
such as the dimers and trimers of catechin and epicatechin because catechins are allegedly 
known to encompass these compounds which are known to be isolated from green tea. 
RELEVANT LAW 
As discussed above. 
INSTANT CLAIMS 
As discussed above. 

Disclosure of JP 10245342 
JP 10245342 discloses that green tea extract contains polyphenols such as tea catechin 
and/or theaflavin. The reference describes that the composition containing tea catechins and/or 
theaflavin can be used for diminishing the toxicity in nerve cells caused by p-amyloid protein. 
The reference does not disclose a composition containing a therapeutically effective amount of 
proanthocyanidins selected from a group of proanthocyanidins characterized by Formula 1 or 
Formula n, and proanthocyanidins characterized by oligomeric combinations of Formula I and 
Formula n, and pharmaceutical^ acceptable salts of the foregoing proanthocyanidins. 

Differences between the claimed subject matter and the disclosure of JP 
10245342 

Claims 28 and 31-41 

The compositions disclosed in JP 10245342 do not contain proanthocyanidins selected 
from a group of proanthocyanidins characterized by Formula I or Formula II, and 
proanthocyanidins characterized by oligomeric combinations of Formula I and Formula II, and 
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pharmaccutically acceptable salts of the foregoing proanthocy.inidins. The reference clearly 
describes that the compositions contain tea catechin and/or theaflavin. As discussed above, the 
literature describes components of green tea including (+) catechin, (*) epicatechin, (-) 
gallocatechin, (-) gallocatechin gallate, (-) epicatechin gallate, (-) epigallocatechin, (-) catechin 
gallate and (-) epigallocatechin gallate. The instant claims are directed to compositions 
containing proanthocyanidins selected from a group of proantliocyanidins characterized by 
Formula I or Formula II, and proanthocyanidins characterized by oligomeric combinations 
thereof, and pharmaceutical^ acceptable salts of the foregoing proanthocyanidins. The 
reference does not disclose the compounds of formula I or n or the oligomeric combinations 
thereof. Therefore, it can not disclose a pharmaceutical composition containing a therapeutically 
effective amount of these compounds and a pharmaceutically acceptable carrier, diluent, or 
excipient. The compositions in the reference contain green tea extract that contains tea 
polyphenols including tea catechin and/or theaflavin. JP 10245342 does not describe 
compositions containing oligomers of epicatechis, catechins or oligomeric combinations of 
epicatechis and catechins. 

Thus, the cited reference does not disclose, either literally or inherently, every element of 
the claimed compositon, Therefore, JP 10245342 does not anticipate a composition containing a 
proanthocyanidins selected from a group of proanthocyanidins characterized by Formula I or 
Formula II, and proanthocyanidins characterized by oligomeric combinations of Formula I and 
Formula II, and pharmaceutically acceptable salts of the foregoing proanthocyanidins, as claimed 
in claim 28. Because claims 31-41 depend from claim 28, JP 10245342 does not anticipate any 
of the claims dependent on claim 28. Applicant respectfully requests that the rejection be 
reconsidered and withdrawn. 

Claim 55-56 

As discussed above the reference does not disclose proanthocyanidins selected from a 
group of proanthocyanidins characterized by Formula I or Formula II, and proanthocyanidins 
characterized by oligomeric combinations thereof, and pharmaceutically acceptable salts of the 
foregoing proanthocyanidins. Therefore, the reference can not disclose a mixture of at least 70% 
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pure proanthocyanidin, nor can it disclose a composition containing a therapeutically effective 

amount of a mixture of at least 70% pure proanthocyanidins, as claimed in claim 55. 

Thus, the cited reference does not disclose, either literally or inherently, every element of 

the claimed compositon. Therefore, JP 10245342 does not aniicipate a composition containing 

therapeutically effective amount of a mixture of at least 70% pure proanthocyanidins selected 

from a group of proanthocyanidins characterized by Formula 1 or Formula H, and 

proanthocyanidins characterized by oligomeric combinations of Formula I and Formula II, and . 

pharmaceutical^ acceptable salts of the foregoing proanthocyanidins as claimed in claim 55. 

Because claim 56 depends from claim 55, JP 10245342 does not anticipate claim 56. Applicant 

respectfully requests that the rejection be reconsidered and withdrawn. 

THE REJECTION OF CLAIMS 28, 31-41 aod 55-56 UNDER 35 U.S.C. § 102(b) OVER 
HASHIMOTO ETAL. 

Claims 28, 31-41 and 55-56 are rejected under 35 U.S.C, § 102(b) as being anticipated by 
Hashimoto et al because Hashimoto et al allegedly discloses a composition containing or 
inherently containing a catechin or two or more of catechins such as epigallocatechin and dimers 
or proanthocyanodins oligomers having the formula I and II herein and/or procyanidins such as 
the dimers and trimers of catechin and epicatechin in effective amounts and a pharmaceutical 
carrier. The Office Action urges that the oolong tea composition in Hashimoto et al inherently 
comprises the instant compounds because these compounds are known to be isolated from 
oolong tea. This rejection is respectfully traversed. 

RELEVANT LAW 

As discussed above. 

Disclosure of Hashimoto et at. 

Hashimoto et al discloses components of oolong tea extract in 80% aqueous acetone. 
The reference discloses that polyphenols constituents in the 80% aqueous acetone extract of 
oolong tea include flavan-3-ol, dimeric flavan-3-ols and proanthocyanidins. The reference 
describes identification of individual compounds based on their chemical and spectroscopic 
evidence. The reference does not disclose an aqueous composition that contains a 
therapeutically effective amount of proanthocyanidins as instantly claimed. 
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Differences between the claimed subject matter and the disclosure of 
Hashimoto etaL 

Claim 28 and 31-41 

Hashimoto et al. describes that an oolong tea extract in 80% aqueous acetone contains 
polyphenols constituents including proanthocyanidins. It docs not describe a pharmaceutical 
composition containing a therapeutically effective amount of a proanthocyanidin selected 
from a group of proanthocyanidins characterized by Formula ( or Formula n, and 
proanthocyanidins characterized by oligomeric combinations thereof, and pharmaceutical^ 
acceptable salts of the foregoing proanthocyanidins and a pharmaceutical^ acceptable carrier, 
diluent, or excipient, wherein the therapeutic amount is selected for efficacy in treating amyloid 
in a mammalian subject. The reference does not disclose the instantly claimed pharmaceutical 
compositions because it does not disclose compositions containing a therapeutically effective 
amount of proanthocyanidins. Nor does the reference disclose a pharmaceutical^ acceptable 
carrier, diluent, or excipient, as required in the instantly claimed composition. The oolong tea 
extract in 80% aqueous acetone containing proanthocyanidins is not within the scope of the 
instantly claimed pharmaceutical composition. 

Thus, the cited reference does not disclose, either literally or inherently, every element of 
the claimed composition. Therefore, Hashimoto et al does not anticipate a composition 
containing therapeutically effective amount of proanthocyanidin as claimed in claim 28, 
Because claims 31-41 depend from claim 28, Hashimoto et al does not anticipate claims 31-41. 
Applicant respectflilly requests that the rejection be reconsidered and withdrawn. 
Claim 55-56 

Hashimoto et al. does not disclose a pharmaceutical composition containing a 
therapeutically effective amount of a mixture of at least 70% pure proanthocyanidins selected 
from a group of proanthocyanidins characterized by Formula I or Formula II, and 
proanthocyanidins characterized by oligomeric combinations of Formula I and Formula II, and 
pharmaceutical^ acceptable salts of the foregoing proanthocyanidins. As discussed above, the 
reference describes oolong tea extract containing proanthocyanidins in 80% aqueous acetone. 
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The reference further describes isolation of various components in the 80% aqueous acetone 
extract of oolong tea. The reference does not disclose an aqueous extract that contains 
therapeutically effective amount of a mixture of at least 70% pure proanthocyanidins. 

Thus, the cited reference does not disclose, either litercdly or inherently, every element of 
the claimed compositon. Therefore, Hashimoto et at. does not anticipate a composition 
containing therapeutically effective amount of a mixture of at least 70% pure proanthocyanidins 
as claimed in claim 55. Because claim 56 depends from claim 55, Hashimoto et aL does not 
anticipate claim 56. Applicant respectfully requests that the rejection be reconsidered and 
withdrawn. 

Rebuttal to Examiner's Arguments 

The Office Action alleges that Hashimoto et al. discloses catechins extracted from teas or 
other plants, and isolated. It is urged that the percentage purity therein is known to significantly 
exceed a proportion percentage of the catechin present in a plant 

Applicant respectfully submits that Hashimoto et al describes that components of oolong 

tea extract in 80% aqueous acetone were isolated. The reference further discloses polyphenolic 

constituents in the 80% aqueous acetone extract of oolong tea include flavan-3-ol, dimeric 

flavan-3-ols and proanthocyanidins. The reference does not disclose an aqueous composition 

that contains a therapeutically effective amount of proanthocyanidins as instantly claimed. 

THE REJECTION OF CLAIMS 28, 31-41 and 55-56 UNDER 35 U.S.C. §102(b), OVER 
HATANO etal* 

Claims 28, 31-41 and 55-56 are rejected under 35 U.S.C. § 102(b) as being anticipated by 
Hatano et al because Hatano et al allegedly discloses a composition for anti-HIV containing or 
inherently containing a catechin or two or more of catechins such as epigallocatechin and dimers 
of proanthocyanodins oligomers having the formula I and II herein and/or procyanidins such as 
the dimers and trimers of catechin and epicatechin in effective amounts and a pharmaceutical 
carrier. The Office Action urges that the compositions in the cited reference inherently contains 
the instant compounds because these compounds are known to be isolated from Camellia 
japonica plants. This rejection is respectfully traversed. 
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RELEVANT LAW 

As discussed above. 

Disclosure of Hatano et al. 
Hatano et al discloses eight tannins isolated from the leaf of Camellia japonic* The 
reference further discloses that the tannins isolated include complex tannins consisting of 
monomelic hydrolysable tannin and epicatechin, dimeric hydrolysable tannins and complex 
tannins composed of a dimeric hydrolysable tannin and epicatechin. The reference further 
discloses that the tannins isolated showed anti-HIV activity. 

Differences between the claims and the disclosure of Hatano etaL 
Claims 28 and 31-41 

Hatano et al. does not describe a pharmaceutical composition containing a therapeutically 
effective amount of a proanthocyanidin selected from a group of proanthocyanidins 
characterized by Formula I or Formula II, and proanthocyanidins characterized by oligomeric 
combinations thereof, and pharmaceutical^ acceptable salts of the foregoing proanthocyanidins, 
wherein the therapeutic amount is selected for efficacy in treating amyloid in a mammalian 
subject. Hatano et aL discloses that an extract from leaf of Camellia japonica contains complex 
tannins consisting of monomeric hydrolysable tannin and epicatechin, dimeric hydrolysable 
tannins and complex tannins composed of a dimeric hydrolysnble tannin and epicatechin. The 
reference does not disclose that the extract contains proanthocyanidins of Formula I or Formula 
II, and oligomeric combinations thereof. 

Further, the compositions claimed in the instant claims contain therapeutic amount of the 
proanthocyanidins selected from a group of proanthocyanidins characterized by Formula I or 
Formula II, and proanthocyanidins characterized by oligomeric combinations of Formula I and 
Formula II, and pharmaceutical^ acceptable salts of the foregoing proanthocyanidins, selected 
for. efficacy in treating amyloid in a mammalian subject. Since the cited reference does not 
disclose proanthocyanidins of formula I or II and the oligomeric combinations thereof, it can not 
disclose compositions containing therapeutic amount thereof effective for treating amyloid in 
mammalian subjects. 
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Thus, the cited reference does not disclose, either literally or inherently, every element of 
the claimed composition, Therefore, Hatano et aL does not anticipate a composition containing 
therapeutically effective amount of proanthocyanidin as claimed in claim 28. Because claims 
3Ml depend from claim 28, Hatano et aL does not anticipate claims 31-41. Applicant 
respectfully requests that the rejection be reconsidered and withdrawn. 
Claim 55-56 

Hatano et aL does not disclose a composition containing a therapeutically effective 
amount of a mixture of at least 70% pure proanthocyanidins acclaimed in claims 55 and 56. As 
discussed above, the reference discloses an extract from Camellia japonica containing tannins. 
The reference does not disclose that the extract contains therapeutically effective amount of a 
mixture of at least 70% pure proanthocyanidins selected from a group of proanthocyanidins 
characterized by Formula I or Formula II, and proanthocyanidins characterized by oligomeric 
combinations thereof, and pharmaceutically acceptable salts of the foregoing proanthocyanidins. 

Thus, the cited reference does not disclose, either literally or inherently, every element of , 

the claimed compositon. Therefore, Hatano et aL does not anticipate a composition containing 

therapeutically effective amount of a mixture of at least 70% pure proanthocyanidins as claimed 

in claim 55. Because claim 56 depends from claim 55, Hatano et aL does not anticipate claim 

56. Applicant respectfully requests that the rejection be reconsidered and withdrawn. 

REJECTION OF CLAIMS 28-41 and 55-56 FOR OBVIOUSNESS-TYPE DOUBLE 
PATENTING 

1) Rejection over U.S. Patent Application No. 09/748/748 

Claims 28-41 and 55-56 are provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 14-15 of co-pending U.S. 
Patent Application No. 09/748,748. The Office Action alleges that the conflicting claims are not 
patentably distinct from each other because the drug product in the co-pending Patent 
Application No. 09/748,748 allegedly contains compounds of formula A, B, C, D or E which are 
also present in green tea extract and obtained from green tea- The Office Action concludes that 
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claims 28-41 and 55-56 are anticipated by claims 14-15 of the co-pending U.S. Patent 
Application No. 09/748,748. Applicant respectfully traverses the rejection. 
Relevant Law 

The disclosure of a patent cited in support of a double patenting rejection cannot be used 
as though it were prior art even where the disclosure is found in the claims. Obvious-type 
double patenting signifies that the difference between first-patented invention and its variant 
involves only an unpatentable difference, such that grant of the second patent would extend the t 
right of exclusivity conferred by the first patent. Comparison can be made only with what 
subject matter is claimed irithe earlier patent, paying careful, attention to the rules of claim 
interpretation to determine what invention a claim defines and not looking to the claim for 
anything that happens to be mentioned in it as though it were a prior art reference. A 
fundamental rule of claim construction requires that what is claimed is what is defined by the 
claims taken as a whole, every claim limitation (each step) is material. General Foods Corp. v. 
StudiengesellschaftKohlembH, 23 USPQ 1839 (Fed. Cir. 1992). 

Double-patenting has not been found in instances in which the claims at issue do not 
embrace the prior patent compounds and/or the claims in the prior patent do not suggest any 
modification that would have produced the claimed compounds in the patent or application at 
issue (see, e.g.. Ortho Pharmaceutical Corp v. Smith, 22 USPQ2d 1119 (Fed. Cir. 1992)), in 
which obvious-type double patenting was not found in an instance in which the claims in the 
patent at suit were directed to compounds that did not encompass, structurally, the compounds 
claimed in the prior patents, and the compounds claimed in the prior patents did not suggest a 
modification of those compounds to produce compounds claimed in the patent at suit. 

Thus, obvious-type patenting does not exist if the claims at issue do not encompass the 
claimed subject matter in the copending application, and, the claims in the copending application 
do not suggest a modification to produce the claims in the subject application. 
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Analysis 

The pending claims would not extend the right of exclusivity of the claims of U.S. 
application Serial No. 09/748,748. 

Claims of U.S. application Serial No. 09/748,748 
Claims 14-15 of U.S. Application Serial No, 09/748,748, recite: 

14. The method of Claim 1 where the compound is a compound of formula E 
or a phaimaceutically acceptable salt thereof. 

15. The method of Claim 14 where the compound is selected from the group 
consisting of catechin, epicatechin, gallocatechin, epigallocatechin, and their gallate 
esters, and the pharmaceutically acceptable salts thereof, 

Claim 1 discloses compounds of formula E as follows: 



OH 




Formula E f 
wherein the variables are as described therein. 
Instant claims 

Claims 28 and 55 are the independent claims in the instant application. As discussed 
above, instant claim 28 is directed to a pharmaceutical composition containing therapeutically 
effective amount of a proanthocyanidin, selected from a group of pnoanthocyanidins 
characterized by Formula I or Formula II, and proanthocyanidins characterized by oligomeric 
combinations of Formula I and Formula II, and pharmaceutically acceptable salts of the 
foregoing proanthocyanidins and a pharmaceutically acceptable carrier, diluent, or excipient, the 
therapeutic amount of the proanthocyanidin selected for efficacy in treating amyloid, a- 
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synuclein or NAC fibrillogenesis in a mammalian subject. The claim describes formula I and II 
as: 




Formula 1 Formula II 



wherein the variables are as described therein. 

Claim 55 is directed to a pharmaceutical composition containing a therapeutically 
effective amount of a mixture of at least 70% pure proanthocyanidins, selected from a group of 
proanthocyanidins characterized by Formula I or Formula n, and proanthocyanidins 
characterized by oligomeric combinations of Formula I and Formula II. Dependent claims 
further define the proanthocyanidins in claimed compositions. 

Applicant respectfully submits that claims 28-41 and 55-56, do not encompass 
compounds of formula E. The instant claims are directed to a pharmaceutical composition 
containing therapeutically effective amount of a proanthocyamdin, selected from a group of 
proanthocyanidins characterized by Formula I or Formula II, and proanthocyanidins 
characterized by oligomeric combinations of Formula I and Formula II, and pharmaceutical^ 
acceptable salts of the foregoing proanthocyanidins and a pharmaceutical^ acceptable carrier, 
diluent, or excipient, the therapeutic amount of the proanthocyanidin selected for efficacy in 
treating amyloid, a-synuclein or NAC fibrillogenesis in a mammalian subject. Thus, the claims 
in the two applications are directed to different compounds, 'ITierefore, the instantly pending 
claims would not extend the right of exclusivity of the claims of U.S. Patent Application No. 
09/748,748. Reconsideration and removal of the rejection is requested. 
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Rebuttal to Examiner's Arguments 

The Office Action alleges that the conflicting claims are not patentably distinct from each 
other because the drug product in the co-pending Patent Application No. 09/748,748 allegedly 
contains compounds of formula A. B, C, D or E which are also present in green tea extract and 
obtained from green tea. 

Applicant respectfully submits that the assertion that "compounds of formula A, B, C, D 
or E are present in green tea extract and obtained from green lea" is irrelevant to the patentability 
of the instant claims. The instant claims are not directed to green extract, nor are they directed to 
the compounds of formula A, B, C, D or E. The instant claims are directed to pharmaceutical 
compositions containing compounds that are structurally different than the compounds of 
formula A, B, C, D or E. Therefore, the instantly pending claims would not extend the right of 
exclusivity of the claims of U.S. Patent Application No. 09/748,748- 

2) Rejection over U.S. Patent Application No. 10/053,625 

Claims 28-41 and 55-56 are provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 31-39 of the co-pending 
U.S. Patent Application No. 10/053,625. The Office Action alleges that the conflicting claims 
are not patentably distinct from each other because the co-pending application is allegedly drawn 
to a pharmaceutical composition containing or inherently containing the same compounds and a 
pharmaceutically acceptable excipient The Office Action concludes that claims 28-41 and 55- 
56 are anticipated by claims 31-39 of the co-pending application No. 10/053,625. Applicant 
respectfully traverses the rejection. 

Relevant law 

As discussed above. 

Claims in U.S. application Serial No. 10/053,625 

Applicant notes that the Office Action cites claims 31-39 in U.S. application Serial No. 
10/053,625 in support of the obviousness-type double-patenting rejection but the application 
only contains claims 1-38. Claims 31-38 of U.S. application Serial No. 10/053*625, recite: 
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31 . A pharmaceutical agent comprising a therapeutically effective amount of a 
material made according to the process of claims 1, 8, 10-13, 18 or 22, the therapeutic 
amount of the material selected for efficacy in treating an amyloid disease in a patient. 

32. A pharmaceutical agent comprising a therapeutically effective amount of a 
compound selected from the group consisting of chlorogenic acid and epicatechin, the 
compound and the therapeutic amount of the compound selected for efficacy in treating 
an amyloid disease in a patient. 

33. The pharmaceutical agent of claim 31 or 3?. wherein the therapeutically 
effective amount of a material comprises a dosage in the range of from about 10 to 1,000 
mg/kg of body weight of the patient. 

34. The pharmaceutical agent of claim 33 wherein the therapeutically effective 
amount of a material comprises a dosage in the range of from about 10 to 100 mg/kg of 
body weight of the patient. 

35. The pharmacological agent of claim 33 wherein said amyloid disease for 
treatment is selected from the group of amyloid diseases associated with Alzheimer's 
disease, Down's syndrome, hereditary cerebral hemorrhage with amyloidosis of the 
Dutch type, the amyloidosis associated with type II diabetes, the amyloidosis associated 
with chronic inflammation, various forms of malignancy and Familial Mediterranean 
Fever, the amyloidosis associated with multiple myeloma and other B-cell dyscrasias, the 
amyloidosis associated with the prion diseases including Creutzfeldt- Jakob disease, 
Gerstmann-Straussler syndrome, kuru and animal scrapie, the amyloidosis associated 
with long-term hemodialysis and carpal tunnel syndrome, the amyloidosis associated 
with endocrine tumors such as medullary carcinoma of the thyroid, and the alpha- 
synuclein associated diseases including Parkinson's disease and Lewy body disease, 

36. The pharmacological agent of claim 35 wherein said amyloid disease for 
treatment is Alzheimer's disease, 

37. The pharmacological agent of claim 33 further comprising a pharmaceutical^ 
acceptable carrier, diluent, or excipient 

38. The pharmacological agent of claim 33 wherein the therapeutically effective 
amount of the material has an amyloid inhibitory activity or efficacy greater than 50%. 
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Claims 1, 8, 10, 13, 18 and 32 are directed to methods for isolating compounds that 
possess amyloid inhibitory activity from plant matter of the genus Uncaria. The claims do not 
disclose proanthocyani dins selected from proanthocyanidins of formula I or II or oligomeric 
combinations of formula IorlL 

The Instant Claims 

As discussed above. 

Analysis 

In an obviousness-type double-patenting analysis, the scope and content of the patent 
claim is determined relative to a claim in the application at issue; the differences between the two 
claims are determined; and the reasons why one of skill in the art would conclude that the claim 
in issue is an obvious variation of the cited patent claim that would extend the right of 
exclusivity of the cited patent claim are set forth (MPEP §804 ). 

The pending claims would not extend the right of exclusivity of the claims of U.S. 
Patent Application No. 10/053,625. 

The claims in U.S. Patent Application No. 10/053,625 recite a pharmaceutical agent that 
possesses amyloid inhibitory activity isolated from plant matter of the genus Uncaria; there is no 
recitation of proanthocyanidins of formula I or II nor of oligomeric combinations thereof. 
Accordingly, the compositions claimed in the instant applications are not obvious extension of 
the composition of U.S. Patent Application No. 10/053,625. 

As noted above, double-patenting has not been found in instances in which the claims in 
the prior patent do not suggest any modification that would have produced the elements of the 
claims in the patent or application at issue (see, e.g., Ortho Pharmaceutical Corp v. Smith, 22 
USPQ2d 1119 (Fed. Cir. 1992)). In this instance, the claims at issue recite therapeutically 
effective amount of specific compounds in a pharmaceutically acceptable carrier, diluent, or 
excipient. The claims of U.S. Patent Application No. 10/053,625 do not recite therapeutically 
effective amount of proanthocyanidins of formula I or II, oligomeric combinations thereof, or 
pharmaceutically acceptable salts thereof. Neither do the claims suggest any modification that 
would have led to compositions containing therapeutically effective amounts of specifically 
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recited compounds of the instant compositions. Therefore, as between U.S. Patent Application 
No. l0/053,625 t and the instant application, obviousness-type double patenting does not exist. 
3) Rejection over U.S. Patent No. 6,264,994 

Claims 28-41 and 55-56 are rejected under the judicially created doctrine of obviousness- 
type double patenting as being unpatentable over claims 1-18 of U.S. Patent No, 6,264,994. The 
Office Action alleges that the conflicting claims are not patenlably distinct from each other 
because the patent is allegedly drawn to a pharmaceutical composition containing or inherently 
containing the same compounds and a phannaceutically acceptable excipient The Office Action 
urges that the instant claims are directed to a pharmaceutical composition containing the same 
compounds and a phannaceutically acceptable excipients of the patent in amounts within the co- 
pending application claims. The Office Action concludes thai claims 28-41 and 55-56 are 
anticipated by claims 1-18 of U.S. Patent No. 6,264,994. Applicant respectfully traverses the 
rejection. 

Relevant law . 

As discussed above, 

Analysis 

The pending claims would not extend the right of exclusivity of the claims of U.S. 
Patent No. 6,264,994 

As discussed above, obviousness-type double-patenting is determined using the 
principles of claim interpretation. In an obviousness-type double-patenting analysis, the scope 
and content of a patent claim is determined relative to a claim in the application at issue; the 
differences between the two claims are determined; and the reasons why one of skill in the art 
would conclude that the claim in issue is an obvious variation of the cited patent claim that 
would extend the right of exclusivity of the cited patent claim are set forth (MPEP §804). 

As discussed below, it is respectfully submitted that that the instant pending claims would 
not extend the right of exclusivity of the claims of U.S. Patent No. 6,264,994. 



Applicant : 
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Claims 

Claims of U.S. Patent No. 6,264,994 

The only independent claim of U.S. Patent No. 6.264,994 recites; 

A composition comprising plant matter from the plant commonly known as cat|s 
claw, and plant matter from at least one plant selected from the group of plants consisting 
of, and commonly known as, ginkgo biloba, rosemary, gotu kola, and bacopin. 

Dependent claims further define the composition and the plant matter in the 
composition. 

Claims of the Instant application 
As discussed above. 

Analysis 

As noted above, a finding of obviousness-type double patenting requires an analysis of 
the claims based upon the principles of claim interpretation and do not use the claims of the prior 
patent as disclosure. The issue is whether granting of a patent on the second set of claims 
extends the right of exclusivity to the claimed compositions. The claims in U.S. Patent No. 
6,264,994 recite a composition containing plant matter from Ihe plant commonly known as cat's 
claw, and plant matter from at least one plant selected from the group of plants consisting of, and 
commonly known as, ginkgo biloba, rosemary, gotu kola, and bacopin; there is no recitation of 
proanthocyanidins of formula I or II nor of oligomeric combinations of formula I or II, nor of 
therapeutically effective amount thereof. Accordingly, the claimed compositions are not obvious 
extension of the composition of the patent. 

As noted above, double-patenting has not been found in instances in which the claims at 
issue do not embrace the prior patent claims or the claims in the prior patent do not suggest any 
modification that would have produced the elements of the claims in the patent or application at 
issue (see, e.g., Ortho Pharmaceutical Corp v. Smith, 22 USPQ2d U 19 (Fed. Cir. 1992)). In this 
instance, the claims at issue recite therapeutically effective amount of specific compounds in a 
pharmaceutical^ acceptable carrier, diluent, or excipient . The claims of U.S, Patent No. 
6,264,994 do not recite therapeutically effective amount of proanthocyanidins of formula I or II, 
oligomeric combinations thereof, or pharmaceutical^ acceptable salts thereof. Neither do the 
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claims suggest any modification that would have led to compositions containing therapeutically 
effective amounts of specifically recited compounds of the instant compositions. Therefore, as 
between U.S. Patent No. 6 f 264,994, and the instant application, obviousness-type double 
patenting does not exist. 



In view of the amendments and remarks herein, reconsideration and allowance of the 
application are respectfully requested. 

Applicant hereby petitions under 37 CF.R. §1.136 for one (1) month extension of time. 
Please apply any charges not covered, or any credits, to Deposit Account 06-1050. 



Fish & Richardson P,C. 
12390 El Camino Real 
San Diego, California 92130 
Telephone: (858)678-5070 
Facsimile: (858) 678-5099 

I0446068.doc 



Respectfully submitted, 




Dale L. Rieyer 
Reg, No. 43,045 
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